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DETAILED ACTION 

Response to Amendment 

The Information Disclosure Statements (IDS) filed on 28 February 2007 and 8 
March 2007 have been entered. Applicant's amendment of the claims filed on 28 
February 2007 is acknowledged. 

Claims 2 and 3 are cancelled. Claims 16-19 have been added. Claims 1 and 4- 
19 are pending. Claims 6-9 and 13-15 are withdrawn from further consideration as 
being drawn to a nonelected invention. Claims 1, 4, 5, 10-12 and 16-19 are under 
examination in this office action. 

Claim Objections/Rejections Withdrawn 

The objection to claim 1 for informalities is withdrawn in response to Applicant's 
amendment of the claim. 

The rejection of claims 1-5 and 10-12 under 35 U.S.C. § 112, first paragraph, as 
failing to comply with the written description requirement, is withdrawn in response to 
Applicant's amendment of the claims to limit an anti-LIF antibody or fragment thereof. 

The rejection of claims 1-5 and 10-12 under 35 U.S.C. § 112, first paragraph, as 
failing to comply with the enablement requirement, is withdrawn in response to 
Applicant's amendment of the claims to limit an anti-LIF antibody or fragment thereof, 
and to remove the word "preventing" in the preamble phrase. 
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The rejection of claim 10 under 35 U.S.C. § 112, second paragraph, for the 
recitation of "said antagonist" which lacks antecedent basis, is withdrawn in response to 
Applicant's amendment of the claim. 

The rejection of claims 1-5, 10 and 12 under 35 U.S.C. 103(a) as being 
unpatentable over Wang et al., in view of Jansen et al., and further in view of Watanobe 
et al., is withdrawn in response to Applicant's amendment of claim 1 to recite 
administering an anti-LIF antibody or fragment thereof. 

New Grounds of Rejections 
Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. §112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claim 1 and 1 1 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Claims 1 and 1 1 recite "said treatment or prevention". There is insufficient 
antecedent basis for the limitation. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 
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Claims 1, 4, 5, 10-12 and 16 are rejected under 35 U.S.C. 102(b) as being 
anticipated by Haynes et al. (WO 00/62805, International Publication Date: 26 October 
2000). 

The claims are directed to a method of treating gram-negative endotoxin-induced 
thymic atrophy, comprising administering an anti-LIF antibody or fragment thereof that 
inhibits LIF induction of thymic corticosteroids sufficient to effect said treatment (claims 
1 , 16), wherein the antibody or fragment thereof inhibits intracellular or membrane- 
associated events that occurs between LIF and a LIF receptor, or inhibits interaction 
between LIF and a LIF receptor (claims 4, 5), wherein the antibody or fragment thereof 
is administered directly to the thymus (claim 10), wherein the method further comprises 
administering a compound that promotes thymic activation or growth (claim 11), wherein 
the patient is a human (claim 12). 

WO 00/62805 teaches a method of reversing or treating thymic atrophy 
comprising administering to a patient, e.g., a human, in need thereof an antagonist of 
the overproduced cytokine, and/or administering an agonist of the under-produced 
cytokine (pp. 9, lines 2-7, and pp. 10, lines 19 through pp. 1 1, line 3,). WO 00/62805 
teaches that the antagonist includes antibodies to the overproduced cytokine, such as 
LIF (pp. 11, line 4-10, and pp. 10, line 5-7). The binding of LIF to the antibody would 
inherently interfere with the interaction between LIF and a LIF receptor, and inhibits 
membrane-associated events that occur between them. WO 00/62805 teaches that 
corticosteroids mediate LIF-induced thymic atropgy, and lipopolysacchride (LPS) (a 
gram-negative endotoxin) induces the LIF induction (see Example 4, pp. 23, lines 4-6, 
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pp. 24, lines 9-15, pp. 25, lines 7-13). WO 00/62805 teaches that the antagonist can be 
administered directly to the thymus to minimize systemic side effect (pp. 1 1 , lines 20- 
22). Therefore, WO 00/62805 anticipates the instant claims. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 1 02 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 17-19 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
WO 00/62805, in view of Kim (U. S. Patent No: 6,544,749 B1, which has a priority filing 
on 8 May 1992). 

WO 00/62805 teaches as set forth above. WO 00/62805, however, does not 
teach that the anti-LIF antibody is a monoclonal, humanized or chimeric antibody, and 
that the fragment thereof is a Fab or F(ab') 2 fragment (claims 17-19). 

The 749 patent teaches anti-LIF antibodies that include monoclonal, humanized 
and chimeric antibodies, and antibody fragments, for example, Fab, F(ab') 2 and Fv 
fragments (column 1, lines 19-23, column 3, lines 54-60, column 5, lines 40-43). 

It would have been prima facie obvious to one of ordinary skill in the art at the 
time the invention was made to combine the teachings of WO 00/62805, with those of 
the '749 patent to treat Gram-negative endotoxin-induced thymic atrophy in a human 
patient by administering an anti-LIF antibody, such as a monoclonal, humanized or 
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chimeric antibody, or a fragment thereof, such as a Fab or F(ab') 2 fragment to the 
patient. One of ordinary skill in the art would have been motivated to combine the 
teachings, because WO 00/62805 teaches treating thymic atrophy induced by LPS of 
Gram-negative bacteria by administering an anti-LIF antibody, the '749 patent teaches 
different forms of the antibodies and fragments. Therefore, the combined teachings 
provide a reasonable expectation of successfully treating Gram-negative endotoxin- 
induced thymic atrophy in a patient. 

Conclusion 

NO CLAIM IS ALLOWED. 

Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Xiaozhen Xie whose telephone number is 571-272- 
5569. The examiner can normally be reached on M-F, 8:30-5. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary B. Nickol, Ph.D. can be reached 571-272-0835. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 



Xiaozhen Xie, Ph.D. 
May 17, 2007 




EILEEN B.O'HARA 
PRIMARY EXAMINER 



